Indirect Comparison Methodology
The analysis is the indirect comparison of durable and overall platelet response between eltrombopag and romiplostim based on two trials with romiplostim and one with eltrombopag (RAISE; Randomized Placebo-Controlled Idiopathic Thrombocytopenic Purpura Study with Eltrombopag). The primary endpoint in the romiplostim studies (the probability of achieving a durable response) [2] differs from the primary endpoint in RAISE: the odds of achieving a platelet count C50\400 9 10 9 /L [3] . An indirect comparison of durable and overall response was performed on a post hoc analysis of RAISE and the romiplostim studies applying the Bucher method [4] . Although the eltrombopag and romiplostim studies were conducted in similar patient populations, there are important differences in study design and in the definitions of response that introduce uncertainty and bias into the comparison. This should be taken into account in any interpretation of the analysis.
The analyses originally provided to NICE and subsequently presented by Boyers et al. [1] used incorrect efficacy data extracted from a subset of patients in RAISE, which should have been taken from the intent-to-treat (ITT) population.
Corrected Results
The durable and overall response rates were recalculated using data from the ITT population.
The results of the indirect comparisons of platelet response (eltrombopag compared with romiplostim), updated using the ITT data, are presented in Tables 1 and 2 . No evidence of a significant difference in the odds of achieving either a durable or an overall response was identified between the eltrombopag and romiplostim treatment groups in analyses of all patients, splenectomized patients and non-splenectomized patients.
Interpretation
There is inherent uncertainty in any indirect comparison and such analyses should be treated with caution. There are several additional factors that increase the uncertainty of the analysis in this particular case:
• The main outcome of the comparison, durable response, was the primary endpoint of the romiplostim studies and a post hoc analysis for eltrombopag; this means that whilst the romiplostim studies were specifically planned to address the aforementioned outcome, RAISE was not.
• One of the outcomes presented by Boyers et al. [1] is overall response, which is the sum of 'durable response' and 'transient response'. Durable response was similarly defined in the romiplostim trials and the eltrombopag post hoc analysis: a response in at least six of the last eight visits of the treatment period. However, the definition of 'transient response' was different: a transient response in the romiplostim analysis required a response at any four, weekly visits during the study, whereas the eltrombopag analysis required four consecutive weekly visits. In a disease where platelet counts fluctuate, four consecutive responses are more difficult to achieve and this is likely to have biased the ITC against eltrombopag.
• Whilst the romiplostim study did not allow tapering or interruptions of concomitant immune thrombocytopenic purpura (ITP) medications during the last 12 weeks of study, in RAISE physicians were encouraged to reduce concomitant ITP medications once a stable dose of eltrombopag was achieved. This was more likely to occur towards the end of the trial, when durable response was assessed in the post hoc analysis. Platelet count fluctuations are expected as a result of tapering ITP medications, and this most likely negatively impacted the response estimates for eltrombopag.
• The number of durable and overall responders in the placebo arm of the romiplostim study was very low. As such, any indirect comparison will be very sensitive to small changes in this event rate.
Conclusion
The corrected ITC demonstrates that there is no evidence of a statistically significant difference in durable or overall response between eltrombopag and romiplostim for all patients, splenectomized patients or non-splenectomized patients. Results should be interpreted in the context of the significant uncertainty associated with this comparison, in an orphan disease area, where there is a paucity of robust evidence.
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